Cluster of differentiation 4 (CD4) plays an important role in the adaptive immune response. It acts co-operatively with the T-cell receptor (TCR) to bind the Major Histocompatibility Complex Class 2 (MHC2) on antigen-presenting cells (APCs) to effect down-stream immune responses. However, it is also the primary receptor for the Human Immunodeficiency Virus-1 (HIV-1) which binds to human CD4+ cells via the surface glycoprotein gp120. CD4 has 4 ectodomains (D1-4) of which domains D1, D2 and D4 contain disulphide bonds. The second domain disulphide bond is classed as an allosteric disulphide, of the configuration "-RHStaple", which has unusually high dihedral energy, resulting in its relatively facile reduction and potential structural realignment.
